| INTRODUCTION
Influenza is responsible for substantial morbidity and mortality worldwide every year. Estimating influenza-associated mortality is important for understanding the epidemiology of influenza. However, influenzarelated pediatric deaths are not common, 1, 2 although the substantial number of influenza-associated hospitalizations among children each year leads to significant burden and economic cost to their families.
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Previous prospective studies have estimated high rates of influenza-associated hospitalization among children from China and other countries. 4, 10, 11, 13 However, the influenza epidemic varies annually, and such studies are resource intensive. Additionally, when specimens are not collected properly (such as when they are not collected at the right time period of disease course or at the right sites), studies will underestimate the hospitalization rates associated with influenza. Thus, many researchers use statistical models based on morbidity from pneumonia and influenza (P&I) hospitalizations to estimate the number of hospitalizations related to influenza. 2, 9, 14, 15 Pneumonia and influenza are clinically diagnosed respiratory infectious diseases. Although influenza is not routinely diagnosed in hospitals, it is a vaccine-preventable disease. Some studies have shown that P&I-related diagnoses can be used to indirectly estimate the influenza virus activity and the disease burden caused by influenza virus. 9, 16 With the development of electronic health information systems, more researchers are using P&I discharge diagnoses to identify the influenza-related hospitalizations. Furthermore, identifying P&I hospitalizations using the international code of disease allows for comparison with other studies.
Pneumonia and influenza hospitalizations can impose the substantial socioeconomic burden on families and society. It is estimated that in the United States, the direct costs related to hospitalization due to influenza among children less than 5 years average $809.1 million annually. 17 In addition to the direct costs of medical care, influenza in this age group has also significant indirect costs, especially in terms of parental work loss while caring for the sick child. 18 However, in China, data on the influenza-associated P&I hospitalization rates, especially regarding the economic burden of influenza-related P&I hospitalization among children, are scarce. 2, 19 The limited data on the influenza disease burden present an obstacle for developing influenza control policies.
To address this gap, we collected pediatric discharge data from hospitals, employed a negative binomial regression model to estimate the influenza-associated P&I hospitalizations among children under 5 years of age between 2005 and 2011 in Suzhou. To better understand the characteristics and economic burden of P&I hospitalization, we compared the hospitalization stays and costs of P&I hospitalizations with those of other common community-acquired diseases among children.
| METHODS

| Study site
This study was conducted in Suzhou, a major city located in the 
| Data collection
We selected at least one hospital that admitted pediatric patients from each county and from the municipal districts to participate in this study ( Figure S1 ). The selected hospitals were among the largest hospitals in the county and the districts and admitted at least 2000 pediatric cases per year. We retrospectively collected discharge records for all children less than 5 years old who were admitted to it accounted for at least 50% of the respiratory specimens that were typed. According to the virological surveillance data, we defined the beginning of the influenza season as October 1.
| Ethics statement
The study was approved by the Institute Review Board (IRB) of the School of Public Health, Fudan University. As this was a retrospective, electronic medical data abstraction study that did not collect any personal identifiers or involve any patient contact, this study was exempt from obtaining informed consent.
| Statistical analysis
Data analyses were performed using SAS software version 9.0 (SAS Institute Inc., North Carolina, US 
| Estimating influenza-associated P&I hospitalization rates
We used negative binomial regression model to estimate the weekly counts of P&I hospitalizations. 2, 19, 21 The negative binomial regression models we used were as follows: The goodness of model fit was tested by R 2 (1-SS reg /SS tot ). R 2 was above 95% for each age group of children.
The P&I hospitalization rates were calculated as the cumulative counts of P&I hospitalizations for each season divided by the corresponding population derived from the immunization database.
| Estimating the influenza excess P&I hospitalization rate
For each age group (0 < 6 months, 6 months < 2 years, 2 years <5 years), excess P&I hospitalizations were calculated as the difference in cumulative counts of P&I hospitalizations between the epidemic period and the baseline period for each season. Additionally, the excess P&I hospitalization rates were calculated as the number of excess P&I hospitalizations divided by the population. We defined baselines as the periods when the influenza virus-positive rates in the national ILI surveillance system for Suzhou and the surrounding areas (including Shanghai, Jiangsu, and Zhejiang) were below 5% for two consecutive weeks.
| RESULTS
In total, we selected nine hospitals for inclusion in this study ( Figure S1 ).
In 2011, pediatric admissions from these nine hospitals accounted for 57.3% of all pediatric admissions in Suzhou. Of the selected hospitals, the discharged disease spectrums were similar; approximately 30%-50% of the admissions were P&I cases and 12%-18% were other CAD cases.
From October 2005 to September 2011, there were a total of 180 091 all-cause hospitalizations among children less than 5 years old in the selected hospitals. Of these, 69 952 (38.8%) were hospitalized due to P&I. The male-to-female ratio was similar among P&I and other CAD cases (range 1.4-1.6, P > .05). There were more young infants <6 months admitted as P&I than as other CAD (P < .001).
Additionally, 45 (0.1%) of the 69 952 P&I cases died. The total number of both P&I and other CAD cases increased annually during the study period (P < .001) ( Table 1) .
| Influenza-associated P&I hospitalizations
The estimated number of influenza-related P&I hospitalizations among children less than 5 years old was 5438. Older children had lower P&I hospitalization rates (P < .01). The P&I hospitalization rates among children 2 < 5 years of age were only a tenth to one-third of the rates among infants <6 months (Table 2 ).
| Influenza excess P&I hospitalizations
According to the influenza virological data, there were two influenza (Table S1 ). The annual excess rates of P&I hospitalizations due to influenza among those younger than 5 years old were highest in the 2009-2010 pandemic influenza season (9.6 per 1000 children).
Children aged <6 months had the highest excess P&I hospitalization rate, ranging from 5.1 to 26.9 per 1000 children during the study period compared with 1.1 to 4.1 per 1000 children among those aged 2 < 5 years (Table 3 ).
| Length of hospital stay
The average length of hospitalization due to P&I was 7.1 days during the study period, which was longer than that of other CAD (5.7 days) (P < .01) ( Table 4) . Young infants <6 months had longer hospital stays for P&I than older children aged 2 < 5 years (7.7 days vs 6.6 days, respectively) (P < .01). For young infants <6 months, the hospital stays for P&I 
| The hospitalization costs
The median P&I hospitalization cost was 2625.0 Renminbi, the official currency of China (RMB) during our study period, which was higher than that of other CAD hospitalizations (2040.5 RMB) (P < .001) ( Table 5 ).
Young infants <6 months had higher hospitalization costs for P&I than the older children aged 2 < 5 years (3159.0 RMB vs 2287.2 RMB) (P < .01). The hospitalization costs for other CAD increased slightly with age (P < .01). For each age group of children, the highest hospitalization costs for both P&I and other CAD occurred in the 2010-2011 season.
| DISCUSSION
Our findings demonstrate that influenza activity is associated with P&I-associated hospitalization rates among children less than 5 years old in Suzhou. The estimated P&I hospitalization rates were highest in children during the study period, which was consistent with studies in eastern 19 and central China.
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Among children less than 5 years old, the influenza-associated P&I hospitalization rates were inversely related to the age of the child, being highest in those younger than 6 months. Although this is consistent with findings from the United States 22 and Finland, 3 the influenza hospitalization rates estimated from the influenza network data or prospective surveillance have shown the highest influenza hospitalization rates in children 6-24 months in central China. 13 The main reason for this discrepancy may be that the influenza network data or prospective surveillance only detected influenza virus, and estimations based on laboratory tests may lead to lower estimations of influenza-associated hospitalization. In contrast, P&I hospitalizations are diagnosed based on clinical characteristics, which can capture almost all of the related hospitalizations. In addition, P&I hospitalizations may include influenza-and other respiratory virus-associated hospitalizations, especially respiratory syncytial virus (RSV), which often targets young infants under 6 months.
The median cost of the P&I hospitalizations during the study period was 2625 RMB (equal to 423 USD with a ratio of 1 USD:6.2 RMB); this cost was a little lower than that found in our previous study conducted with children hospitalized with influenza infection (624 USD), 23 but Compared with other age groups, infants under 6 months of age had the longest length of hospital stay and the highest cost of P&I hospitalization. These findings are consistent with our previous study on hospitalizations for influenza infection: Those aged >60 months had shorter hospital stays compared with infants under 6 months of age (OR = 0.45). 23 The higher hospitalization costs and longer hospital stays in this age group of children present significant burdens to their families. The risk of illness in children less than 6 months of age could potentially be prevented by maternal immunization, 25 but the influenza vaccine is not approved in China for this population.
Compared with children aged 2 < 5 years old, the children aged 6 < 24 months had higher P&I hospitalization rates and costs. These results were consistent with the findings from a study in central China of the same season. 13 The influenza vaccine is the most effective method for influenza control and prevention. Although the effectiveness of the vaccine varies annually, the average influenza vaccine effectiveness has been estimated to be approximately 50%-72%. 26, 27 The data on influenza vaccine effectiveness in China are consistent with those of developed countries. [28] [29] [30] However, the influenza vaccination coverage among children ≤5 years of age in China was low, ranging from a low of 8.6% to a high of 26.4% between the 2009 and 2012 influenza seasons, with no increasing trends by year. 28, 31 Therefore, children less than 5 years of age, especially children under 24 months, could benefit from increasing rates of influenza vaccination.
This study has several limitations. First, P&I hospitalizations are associated with numerous pathogens in addition to influenza, such as RSV, parainfluenza virus, and adenovirus. However, we did not conduct laboratory testing for respiratory pathogens in our study, and therefore, we cannot specifically estimate the influenza-associated hospitalizations. Second, the influenza virus surveillance data originated from the surrounding provinces and not specifically Suzhou city, which may suggest that the data did not directly reflect the influenza epidemic status in Suzhou and could cause some bias in estimating the excess P&I hospitalizations among children in Suzhou. Third, although we considered seasonal changes that could represent potential confounding factors, there may still have been some unmeasured factors such as income or distance between residence and hospitals that could have affected the estimates of influenza-associated hospitalizations for P&I.
Pneumonia and influenza hospitalizations appear to be an increased burden on young children and their families in Suzhou.
Children less than 5 years of age, especially children under 24 months, could benefit from increasing the influenza vaccination coverage.
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